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INTHECLATMS 

1 . (previously presentcd)A compound of formula 1 



(1) 



in which 

A may be nitrogen or an N-oxide group, 

B may be carbon, nitrogen or an N-oxide group, 

R 1 



(i) is ~C,.,o-alkyI, straight-chain or branched-chain, optionally mono- or 
polysubstituted by -OH, -SH, -NH 2 , -NHC,. 6 -alkyl, -N(C,^alkyl) 2 , -NHCWaryl, -N^u- 
arylK -N(C,^aikyl)CQ,.,4-aryl), -NO., -CN, -F, -CI, -Br, -I, -O-C^-alkyl, -CMWaryl, -S-C w - 
alkyl, -S-C^u-aryl, -SOjH, -SO^-alkyl, 

-SOaC^u-aryl, -0SO 2 C,. (J -alkyl, -OS0 2 C6- 14 -aryl, -COOH, -(COC^-alky], -COO-C.-alkyl, - 
0(CO)Cu 5 -alkyl> by mono-, bi- or tricyclic saturated or mono- or polyunsaturated carbocycles 
with 3-1 4 ring members or/and by mono-, bi- or tricyclic saturated or mono- or polyunsaturated 
heterocycles with 5-15 ring members and 1 -6 heteroatoms, which are preferably N, O and S, 

where the Q. 14 -aryl groups and the carbocycJic and heterocyclic substituents in 
turn may optionally be substituted one or more times by -C,. 6 -alkyl, 

-OH, -NH 2 , -NHC^alkyl, -N(C,«-alkyl) 2> - N Q 2 , -CN, -F, -CI. -Br,' -I, -O-C^-alkyl. -S-C M - 
alkyl, -S0 3 H, -SO^-alkyl, -0SO 2 C,,-aUeyl, -COOH, -(CO^-alky,, -COO-C, 5 -alkyl or/and 
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-0(CO)Ci-5-al.kyl 8 and where the alkyl groups on the carbocyclic and heterocyclic substituents in 
turn may optionally be substituted one or more times by -OH, -SH, -NH 2 , -F, -CI, -Br, -I, -SOjH 
or/and -COOH, or 

(ii)is -C 2 -io-aJkenyl, mono- or polyunsaturated, straight-chain or branched-chain, 
optionally mono- or polysubstituted by -OH, -SH, ~NH 2 , -NHC,. 6 -alkyl s -N(C[.6-alkyl) 2 , -NHCfi. 
M-aryl, -N(CWaTyl) 2 , -NCCLfi-alkylXCe-u-aryl), -N0 2 , -CN ; -F, -CI, -Br, -I, -0-C,. 6 -alkyl, -O- 
C c ,., 4 -aryl, -S-d-o-alkyl, -S-Ce-n-aryl, -SO3H, -S0 2 Ci. 6 -alkyl. -SO^u-aryl, -OSOzC^-alkyl, - 
OSOjC^-aryl, -COOH, 

-(CO)C,. 5 -a!kyl, -COO-Cs-alkyl, -0(CO)C|. 5 -alkyl, by mono-, bi- or tricyclic saturated or 
mono- or polyunsaturated carbocycles with 3-14 ring members or/and by mono-, bi- or tricyclic 
saturated or mono- or polyunsaturated heterocycles with 5-15 ring members and 1-6 
heteroatoms, which are preferably N, O and S, 

where the Co-n-aryl groups and the carbocyclic and heterocyclic substituents in 
turn may optionally be substituted one or more times by -C|_6-alkyl, 

-OH, -NH 2 , -NHC^alkyl, -N(C,. a -alkyl) 2 , -N0 2 , -CN, -F, -CI, -Br, -I, -0-C,. 6 -alkyl, -S-C,. 6 - 
alkyl, -SO3H, ^C^-alkyl, -OSOjC.^-alkyl, -COOH, 
-(CO)C,. 5 -alkyl, -COO-Ci^-alkyl or/and ~0(CO)C|. s -alkyl, 

and where the alley! groups on the carbocyclic and hererocylic substituents in turn 
may optionally be substituted one or more times by -OH, -SH, -NH 2 , -F, -CI, -Br, -I, -SO3H 
or/and -COOH, 

R 2 is hydrogen or -C|. 3 -alkyl, 

R J and R 4 may be identical or different and are hydrogen, -Ci^-alkyl, -OH, -SH, - 
NH 2 , -NHC,. 6 -alkyl, -N(C,^-alkyl)2. -N0 2 , -CN, -S0 3 H, -SOj-Ce-alkyl, -COOH, -COO-C^- 
alkyl, -0(CO)-C,. 5 -alkyl, -F, -CI, -Br, -I, -aC^-alkyl, -S-C,. f ,-alkyl, -phenyl or-pyridyl, where 
the phenyl or pyridyl substituents in turn may optionally be substituted one or more times by -Q. 
3-aLkyl, -OH, -SH, -NH 2 , -NHC.o-alkyl, -N(C,. 3 -aIkyl) 2 , -N0 2 . -CN, -SO3H, -S0 3 C,.3-alkyl, - 
COOH, -COOCo-alkyl, -F, -CI, -Br, -T, -0-C,., -alkyl, -S-Q.j-alkyl, or/and -0(C0)C,.3-alkyl, 
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and where the alkyi subsets in turn may optionally be substituted one or more times by -OH 
-SH, -NH 2 , -F, -CI, -Br, -I, -SO3H, -SC^CWalkyl, - C OOH, -COOC, 3 -alkyl, -0-C, 3 -aIkyt -S- ' 
Cio-allcyJ or/and -O(C0)-C|. 3 -aIkyl, 

or salts of the compounds of formula 1. 



one 



2. (previously presented) A compound as claimed in claim 1 having at least 
asymm etric carbon atom in the D form, the L form and D,L mixtures., and in the case of a 

plurality of asymmetric carbon atoms also the diastereomeric forms. 

3. (previously presented) A compound as claimed in claim 1 , wherein A is N 

and B is N-O. 

4. (original) A compound as claimed in claim 3, wherein R 2 is -H or -CH 3 . 

5. (original) A compound as claimed in claim 4, wherein at least one of R 3 and 
R 4 is in each case a halogen atom. 

6'. (previously presented) A compound as claimed in claim 1, wherein A is N- 
OandBisCH, CR 3 orN. 

7. (original) A compound as claimed in claim 6, wherein R 2 is -H or -CH 3 . 

8. (original) A compound as claimed in claim 7, wherein at least one of R 3 and 
R is in each case a halogen atom. 

9. (previously presented) A compound as claimed in claim 1 selected from 
the group consisting of: 

N-(3 3 5-dicWoix,pyri(hn^.yl>[l.(4-fluorobc^yl)-7^xo-7-azamdol-3. 
yljglyoxylamide; 
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N-(2,6-dichlorophenyl).tl-(2-chlorobenzyl)-7.oxo-7-azaindol-3- 
yljglyoxylamide; 

N-(3,5-dichlo ro -l-oxopyr7dra-4-yl)-[l-(4-fluorobenzyl)-7.azaitidol-3- 
yl]gJyoxy]amide; 

N-(3 J 5-djchloro-l.oxopyridm.4-yl)-[l-(4-fluorobenzy1)-7-oxo.7.azaiiidol-3. 
yljglyoxylauiide; 

N-phenyl-[l-(4-fluorobenzy1)-7-oxo-7-azaindol'3-yl]glyoxyIamide; 

N-(3 > 5-dicbJoro-l-oxopyridin-4-yI).[l-(2-fluorobenzyI)-7.azainidol-3- 
yl]glyoxylamide; 

N-(3,5-dich]oro-l-oxopyridm-4-yl).[1-(3-nitn7benzyl)-7-azamdol-3^ 
yljgjyoxylaraide; 

N-(3,5-dichloro-l -oxo P yridin-4-yl)-[ 1 -(2,6-difluon)benzyl)-7-azaindol-3- 
yljglyoxylamide; 

N<3,5-dichIoro-l-oxopyridiii-4-yl.)-[I^2,4^ich1orobenzyl).7-azaindol-3- 
yl]gIyoxylartiide; 

N<3 f 5-dicWoropyridi n -4.yl)-[l..(2,4-dich]oxobenzyl)-7-oxo.7-a Z aindol-3 
yljglyoxytamide; 

N-(3,5.di(*Jo^o-^oxopyridi^^-4-yI)-[l<2-cWorobenzy]>7-azaiIldoI-3- 
y1]glyojcylamide; 

N-(3,5-dichIoropyridin^-yl>[1--(2-chJorob eQZ yl)-7-oxo-7-a Z aindol-3- 
yljglyoxylamide; 
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N-(3,5-dicMoro4-oxopyridiii-4.yl)-[l-(2<hlorobenzyl)-7-oxo-7.a7^indoJ-3- 
yl]glyoxylamide; 

N-(3>dichloropyridin-4-yl)-N-me%l-^ 
yI]glyoxylamide; 

N^3>dtchloro-l-oxopyridii>4^yl)-N^ 
yl]glyoxylamide; 

N-roethyl-N-(^oxopyt^diJa-4-yl)-[J..(2<hlo^obenzy])-7-azaindol-3- 
yljglyoxylamide; 

N-(3,5-dichIoro-l -oxopyridin-4-yl)-[ 1 -(2,6-dichlorobenzyl)-7-azaindol-3- 
yt]glyoxylamide; 

N-(3,5-dichloro-l-oxopyridj.Ti-4-yl)-[l-(2-methy1benzyl)-7-a2aindol-3^ 
yl]glyoxylamide; 

N<3 3 5-dich]oTO-l-oxopyridin-4-yl)-[l-(2,6-dimethylbenzyl)-7-azaiiidol-3- 
yI]glyoxylamide; 

N<3,5^ichJoro-l-oxopyridm.4-yl)-(l-hexyl-7-azaindol-3-yl)glyoxyIamide; 
N<3 > 5-dichloro-l-oxopyrjdin^4-yJ)-(l.isobutyl-7-azaindoiO-yl)gIyoxylamide; 

N-(3,5-dichloro-l-oxopyridin-4-yl)-(l-cyclopropylmethyJ-7-azaindol-3- 
y1)glyoxytamide; 

N-(3,5-di<*loro-lK)Xopyridin-4.yl)-[1.naphtb-l.yI-inethyl).7-azamdol-3- 
, „ yl]glyoxytamide; 
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N<3,5-dichloropyridm^-y]H K2^Moro^ 
yl]glyoxylamide; 

N-(3,5-dkhloro-l-oxopyridii,-4.yl>[l-(2^h!oro-6-fluorob^yl)-7-azaiiidol-3- 
yl]glyoxylamide; 

N^(3,5-dichIoro-l^xopyridin-4-yl)-[l-(2-chloro-6-fluorabenzyl)-7-oxo-7- 
azaindol-3-ylJglyoxylamide; 

N<3,5-dichIoro-l-oxopyridin-4-yl).[l-(2-difluotDmethylbenzyl)-7-azaindoI-3^ 
yljglyoxylamide; 

N-(3,5-dichloro-l -oxopyridin-4-yl).|: 1 -(2-cyanobenzyl)-7-azaindol-3- 
yTJglyoxylamide; 

and physiologically tolerated salts thereof. 

1 0. (previously presented) A process for preparing a compound according to 
claim 1 , wherein compounds in which A is nitrogen and B can be nitrogen or carbon are oxidised 
by treatment with an oxidizing agent to the compounds of the invention of the formula la 




<1a> 



lb 
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O / 



or 



O (lb) 



R 



or lc 




(1c) 



1 1 . (previously presented) The process as claimed in claim 10, wherein said 
oxidizing agent is selected from the group consisting of a peracid and a peracetic acid. 

12. (previously presented) The process as claimed in claim 10, wherein resulting 
mixtures of N-oxides are fractionated into the pure compounds of the formula la, lb or lc by 
crystallization or chromatographic methods. 

13. (previously presented) The process as claimed in claim 12, wherein 
mixtures of the solvents ethyl acetate and methanol, preferably in mixing ratios between 50:50 
and 99:1 , are used for separating mixtures of N-oxides by chromatographic methods. 

14. (previously presented) A method of treating disorders in which inhibition 
of phosphodiesterase 4 is therapeutically beneficial in a patient comprising administering a 
therapeutically effective amount of a compound of claim 1 to a patient in need thereof to inhibit 
phosphodiesterase 4. 

25590120.1 _C_ 
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15. (previously presented) A method of treating disorders associated with the 
effect of eosinophils in a patient comprising administering a therapeutically effective amount of 
a compound of claim 1 to a patient in need thereof. 

16. (previously presented) A method of treating disorders associated with the 
effect of neutrophils in a patient comprising administering a therapeutically effective amount of a 
compound of claim 1 to a patient in need thereof. 

1 7. (previously presented) A method of treating hyperproliferative disorders in 
a patient compri sing administering to said patient a therapeutically effective amount of a 
compound according to claim 1 to treat the hyperproliferative disorder. 

18. (previously presented) A drug product comprising a compound according 
to claim 1 and at least one of a conventional physiologically tolerated carrier, diluent or 
excipient. 

1 9. (previously presented) A process for producing a drug product as claimed 
in claim 18, comprising admixing said compound with, said carrier, diluent or excipient to form 
the drug product. 

20. (previously presented) A pharmaceutical composition comprising a 
compound of claim 1 and at least one other active pharmaceutical agent. 

21. (previously presented) The process as claimed in claim 1 0, wherein said 
oxidizing agent is m-chloroperbenzoic acid. 

22. (new) A method of treating disorders in which inhibition of 
phosphodiesterase 4 is therapeutically beneficial in a patient comprising administering a 
therapeutically effective amount of a compound of claim 3 to apatient in need thereof to inhibit 
phosphodiesterase 4. 
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23. (new) A method of treating disorders associated with the effect of 
eosinophils in a patient comprising administering a therapeutically effective amount of a 
compound of claim 3 to a patient in need thereof. 

24. (new) A method of treating disorders associated with the effect of 
neutrophils in a patient comprising administering a therapeutically effective amount of a 
compound of cjaim 3 to a patient in need thereof 

25. (new) A method of treating hyperproliferarive disorders in a patient 
comprising administering to said patient a therapeutically effective amount of a compound 
according to claim 3 to treat the hypexproliferative disorder. 



26. (new) The process as claimed in claim 1 0, wherein A is N and B is N-O. 
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Applicants submit this amendment in connection with the accompanying 
response to the restriction requirement 

Any fees that may be due maybe charged to deposit account no. 50-0(524. 



Respectfully submitted 
FULBRIGHT & JAWORSKI L.L.P. 



666 Fifth Avenue 

New York, New York 10103 




(212) 318-3148 



25599120.1 



PAGE 13/13 1 RCVD AT 1 1/21/2005 1 1 :Q0;58 AM [Eastern Standard Time) 1 SVR:USPTO-EFXRF«6/29 1 DWS:2738300 1 CSID;212 318 3400 1 DURATION (mm-ss):03-22 



